IN THE CLAIMS 

Please amend Claims 26-27, 32-33, 38, 44, 48-52, 57- 

58, 62-65, 69, 73, 75, 77-78, 80, 82, 84-85, 87, 91-92, 94-96, 
97-98, 102-104 as follows: 



26. (twice amended) A maiimmalian host cell having 
[a modified] an endogenous target oene comprising a nucleotide 
regulatory [element] sequence whicfti is: fa) different from 
the wild-type regulatory [element] sequence normally 
associated with the endogenous ycaraet gene , and fb) 
integrated, via homologous recj^mbination, into the genome of 
the mammalian host cell [ ^^^-^ tl;iat the integrated regulatory 
element is operativelwassorfiated] in operative association 
with the endogenous tdrget /g^ne [of the mammalian host cell] 
so that the endogenous teagget/ gene coding sequence is not 



disrupted and express 
controlled by the int 



Lon /of /the endogenous target gene is 
2gr£i^ed regulatory [element] sequence. 



27. (twice amended) The mammalian host cell of 
Claim 26 further having an amplifiable gene integrated into 
the host cell genome A/ithin or proximal to the endogenous 
target gene so that ythe endogenous target gene coding sequence 
is not disrupted an/B the [modified] endogenous target gene is 
also amplifiable. 

Cancel Claims 28, 29, 3 0 and 31, without prejudice. 



32. (twice am^^^^ A mammalian host cell having 
an amplifiable gene int/e^-ated, via homologous recombination. 
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lnt:o the mammalian host: cell genome within or proximal to an 
endogenous target gene of the Jiost cell so that the endogenous 
target gene coding sequence Jfs not disrupted and the 
endogenous target gene ajLso amplifiable. 

33. (twice/ am/^nd^^) The mammalian host cell of 
Claim 26. 27 or 32 [olp ^2^^wherein the endogenous target gene 
contains at least one/mutation introduced via [the] homologous 
recombination [of tl)e exogenous amplif iable gene] . — — — == 




38. (twice ame 
Claim 26, 27, or 32 [ , o 
is a primate cell. 




) The mammalian host cell of 
herein the mammalian host cell 




44. (twice amend 
cell comprising a continue 



target gene of Claim 26, 




secondary expression host 
1 line having the [modified] 



or 32 [or 72] 




48. (twice amended) A method for producing a 
mammalian host cell having a [m/odified] endogenous target 
gene, comprising: (a) transforming a mammalian host cell with 
a nucleotide sequence comprising a nucleotide regulatory 
[element] sequence dif fjef£fent/f rom the wild-type regulatory 



seguence normally a^ 
flanked by a nucleot 
host cell genome wi^ 
target gene [preset 
nucleotide regulaj&oi 



/id 



sequence 



sociatgg with the endogenous target gene . 

homologous to a region of the 
proximal to [an] the endogenous 
the mammalian host cell]^. so that the 
[element] sequence is integrated via 



homologous recompination into the genome of the mammalian host 
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nucleotide sequence coipp«ising an amplifiable gene flanked by 
/ a nucleotide segu^itpe h^imologous to a region of the host cell 

genome within or pf^oxi^al to an endogenous target gene present 
in the mammalian nost/cejfl so that the amplifiable gene is 
integrated via hoprol^gous recombination into the genome of the 
mammalian host o^Q^/ and/ 

(b) sel]f4cfetng a transformed mammalian host cell in 
which the amplifiable gene is integrated into the host cell 
genome within oiJ proximal to the endogenous target gene so 
that the endoqmious target gene coding sequence is not 
disrupted and the endogenous target gene is also amplifiable. 



cell; and (b) selecting a transformed mammalian host cell 
[having the modified gene] in which th/e integrated nucleotide 
regulatory [element] sequence is operatively associated with 
the endogenous target gene^. so that /the endogenous target gene 
coding sequence is not disrupted and expression of the 
endogenous target gene is control/ed by the integrated 
regulatory [element] sequence > 

49. (twice amended/ A method for producing a 
mammalian host cell having a/l amplifiable [modified] target 
gene, comprising: 

(a) transforming a mammalian host cell with a 



In Claim 50, first line, delete "49 or 76" and 
insert in its place — or 49 -^^x- 



In Claim 51, first to second line, delete "49 or 76" 
and insert in its place — or 49 — .^^^.^^^'^'^^^^^ 
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In Claim 52, first line, delete "49 or 76" and 
insert in its place — or 49 — . 

In Claim 57, first line, delete "49 or 76" and 
insert in its place — or 49 — . 




58, (amended) Ther method of Claim 48, 75 [,] or 49 
[or 76] wherein the [exoTOn^s] flanking homologous nucleotide 
[element] sequence introd^e^^t least one mutation into the 
endogenous target gene neimpn integration via homologous 
recombination into thp genome of the mammalian host cell. 




62. (twice amended) /A method for producing a 
secondary expression host cell/which expresses a targeted 
gene , compr i s i ng : 

(a) transforming A secondary expression host cell 
with nucleic acid encoding ^he [modified] targeted gene which 
was obtained from a mamma yian^host cell in which a nucleotide 
regulatory [element] sem&^ce was integrated, via homologous 
recombination, into^^fche^^ genome of the mammalian host cell in 
operative associatiyon/wi^h an endogenous target gene of the 
mammalian host c^Vi^Jyso that the endogenous target gene coding 
sequence was not A^srupted^ and expression of the endogenous 
target gene is control by the integrated regulatory 
[element] sequence ; and 

(b) yselecting a transformed secondary host cell 
which express^es the [modified] targeted gene. 
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63. (t:wlce amended) A method for producing a 
secondary expression host cell /naving an amplifiable 
[modified] targeted gene, coi^rising: 

(a) transforming af secondary expression host cell 
with nucleic acid encodino^ the amplifiable [modified] targeted 
gene which was obtained /rom a mammalian host cell, in which 
the amplifiable gene was integrated, via homologous 
recombination, into tM^^-Kost cell genome within or proximal to 
an endogenous tarae^ gene so that the endogenous target gene 
coding sequence way^ nojb^'dAsrupted and [resulting modified] the 
targeted endogenq)£^ ge/i^ [is] was also amplifiable; and 

(b) ^^l^ting a transformed secondary expression 
host cell whichf contains the integrated amplifiable gene and 
expresses the^amplif iable [modified] targeted gene. 



In Claim 64, first line, delete "63 or 83" 
insert in its place — or 63 — . 




In Claim 65, first line, jifelete "63 or 83" and 
insert in its place — or 63 — . 

Cancel Claims 67 and 68, without prejudice. 



69. (amended) A metnod for producing a recombinant 
protein, comprising culturing /a mammalian host cell having a 
[modified] targeted gene /con^^sing a nucleotide regulatory 
[element] sequence diffe^eij;tf from the wild-tvpe regulatory 




seguence normally assoc 
integrated, via homol 




with the endogenous target gene, 
recombination, into the genome of 
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the host cell in operative yassociation with the [an] 



endogenous target gene oy the maitunalian host cell so that the 
endogenous target gene ycodinq sequence is not disrupted and 



expression of the 
integrated regula^ 
wherein the [rood^ 
recombinant pr5 
produced • 



)genous target gene is controlled by the 
Lement] sequence, under conditions 
targeted gene is expressed and the 
encoded by the [modified] targeted gene is 



Cancel Claim 72, without prejudice, 




75, (amended) The metuiod of Claim 48 wherein the 
nucleotide sequence used to trajfoform the mammalian host cell 
further contains an amplif^jj^^^e gene which is integrated, via 
homologous recombination, /ipft:o Jj^^ host cell genome within or 
proximal to the endogenous te^rfcret gene so that the endogenous 
target gene coding segueqceXis not disrupted and the 
endogenous target gene/ is also amplifiable. 



Cancel Claim 76, without prejudice. 




In Claim IB/ first line, delete "76" and insert in 
its place — 75 — .> 
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In Claim 80, first line, delete "49 or 76" and 
insert in its place — or 49 — . 




82. (amended) Thef method of Claim 62 in which the 
mammalian host cell further^ contains an amplif iable gene 
integrated [, via homolpcpDus recombination,] into the genome 
of the mammalian ho^t g4ll ^within or proximal to [an] the 
endogenous target the mammalian host cell^ so that the 

endogenous target jfiene^ coding sequence is not disrupted and 
the endogenous target gene is also amplif iable. 



Cancel Claim 83, without prejudice. 



its place — 82 — 



In Claim 84, first line, delete "83" and insert ^ 



In Claim 85, first line, delete "83" and insert in 
its place — 82 — . 

In Claim 87, first line /^delete "63 or 83" and 
insert in its place — or 63 — . 



Cancel Claims 89 and 90, without prejudice. 




91. (amended) Th§( method of Claim 69 in which the 
mammalian host cell f urt)i>^r /ha^ an amplif iable gene 
integrated, via homolog^u^ r^ombination, into the host cell 
genome within or proxin|^I/^o the endogenous target gene so 
that the endogenous t^gete^ gene coding sequence is not 
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disrupted and the [resulting modifaed] endogenous target gene 
is also amplifiable, and the cullturing is performed under 
conditions wherein the [modified] targeted gene is amplified. 

92. (amended) A Xaethod for producing a recombinant 
protein, comprising cultur/ng a mammalian host cell in which 
an amplifiable gene was ^tegrated, via homologous 
recombination, into the/genome of the host cell within or 
proximal to an endi6gen6us target gene of the host cell, so 



that the endogenc 



st gene coding sequence is not 



disrupted and tl 
under cond i t ions 
the endogenous t< 



loge 



xget 



ous target gene is also amplifiable, 
amplify both the amplifiable gene and 
gene, so that expression of the 



recombinant pro)£ein encoded by the endogenous target gene is 
enhanced . 

Cancel Claim 93, without prejudice. 

In Claim 94, first, line, delete, "92 or 93" and 
insert in its place — 69, 91 or 92 — . 




In Claim 95, second line, delete "element" and 
insert in its place — sequence — . 
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In Claim 96, second line, ded^te "element" and 



insert in its place — sequence 



--/ 



97. (amended) A method fdr producing a recombinant 
protein, comprising culturing a secondary expression host cell 
having a [modified] targeted gene obtained from a mammalian 
host cell in which a nucleotide regulatory [element] sequence 
was integrated, via homologous recombination, into the genome 
of the maiomalian host cell in operative association with an 
endogenous target gene of the /aammalian host cell so that the 
endogenous target gene coding seguence was not disrupted and 
expression of the endogenous^ gene is controlled by the 
integrated regulatory [element] sequence . under conditions 
wherein the [modified] targeted gene is expressed ' and the 
recombinant protein encod^dTby the [modified] targeted gene is 
produced. ^^^^^^ / / 

98. (amendeiflX/^The method of claim 97 in which the 
secondary express i/on^ost /cell further has an [integrated] 
amplifiable gene ffopyeratively associated with the modified 
gene] , integrated Wrfenin or proximal to the target gene so 
that the target gene coding sequence is not disrupted and the 
targeted gene is Also amplifiable, and the culturing is 
performed under conditions wherein the [modified] targeted 
gene is amplified and expression of the recombinant protein is 
enhanced . / / 



Cancel Claim 99, without prejudio 
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100. (new) A method for producing a recombinant 
protein, comprising culturing a secondary expression host cell 
having a [modified] targeted gene derived from a mammalian 
host cell in which an amplifiable gene was integrated, via 
homologous recombination, into the genome of the mammalian 
host cell within or proximal to an endogenous gene of the 
mammalian host cell so that the target gene coding sequence is 
not disrupted and the resulting [modified] targeted gene is 
also amplifiable, under conditions wherein the [modified] 
targeted gene is amplified and expression of the recombinant 
protein is enhanced. 

Cancel Claim 101, without prejudice J 

In Claim 102, first line, delete "/oo or 101" and 
insert in its place — 97, 98 or 100 — . 

In Claim 103, first line, delete "101" and insert ii 
its place — 98 — , 

In Claim 10^/ first line, delete "101" and insert in 
its place — 98 — 

REMARKS 
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